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Applicants' Request for Continued Examination (RCE) filed February 18, 2005 is 
acknowledged and accepted. Claim 13 is canceled. Claims 1-12 and 14-16 are 
pending wherein the therapeutic component is a quinoxaline compound. Claims 7 and 
10 remain withdrawn from consideration by the Examiner, 37 CFR 1.142(b), as directed 
to non-elected inventions. The subject matter presently under consideration remains 
those topical ophthalmic compositions of claims 1-6, 8, 9, 11, 12, 14-16, wherein the 
therapeutic component is a quinoxaline compound of instant claim 8. 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 
41 8 F.2d 528, 1 63 USPQ 644 (CCPA 1 969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1 .130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 1-6, 8, 9, 11, 12, 14-16 are rejected under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claims 1,3-10 and 
32-34 of U.S. Patent No. 6562873. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because the claimed subject matter of 
U.S. Patent 6,562,873 encompasses that of instant claims in that alpha-2 adrenergic 



agonists may be therapeutic components. A "composition" encompasses a conjugate. 
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The open language of the present claims allows for the inclusion of additional active 
agents. 

Claims 1-6, 8, 9 and 1 1-16 were rejected under 35 U.S.C. 1 12, second 
paragraph, in the last Office Action as being indefinite for failing to particularly point out 
and distinctly claim the subject matter which Applicants regard as the invention with 
respect to the term "general" in the description of formula A. 

Subsequent to the deletion of the term, this rejection of record is withdrawn. 

In the last Office Action claims 1-6, 8, 9 and 11-16 were rejected under 35 U.S.C. 
112, first paragraph, as containing subject matter that was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. It was asserted the 
instant specification fails to provide guidance that would allow the skilled artisan 
background sufficient to practice the instant invention without resorting to undue 
experimentation. 

Applicants argue, taken as a whole, the present specification discloses sufficient 
information to enable a person of ordinary skill in the art to make and use the claimed 
topical ophthalmic compositions, as ophthalmic drops. 

Applicants' arguments are persuasive and the rejection of record under 35 
U.S.C. 112, first paragraph, is withdrawn. 

Claim 8 was rejected in the last Office Action under 35 U.S.C. 1 12, both first and 
second paragraphs, as the claimed invention is not described in such full, clear, concise 
and exact terms as to enable any person skilled in the art to make the invention, and for 
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failing to particularly point out and distinctly claim the subject matter that Applicants 
regard as the invention. It was asserted the cited examples on pages 9-10 are precisely 
quinoxaline, not derivatives. 

The rejection of claim 8 is withdrawn following the deletion of the term 
"derivatives". 

Claims 1-6, 8, 9, 11-13, 15 and 16 were rejected under 35 U.S.C. 103(a) as 
being unpatentable over both Desantis, L, US 2001/0047012, and Collins et al., WO 
01/92288, in the last Office Action. It was asserted Desantis teaches combination 
therapy for treating glaucoma comprising administering a glutamate antagonist and an 
intraocular pressure-lowering compound. Brimonidine, 5-bromo-N-(4,5-dihydro-1H- 
imidazole-2-yl)-6-quinoxalinamine, a compound of instant claim 8, is a preferred 
intraocular pressure-lowering compound and memantine is a well established glutamate 
antagonist. See page 2, paragraphs [0018] and [0023]. Application to the eye 
encompasses topical administration. Collins teaches various pharmaceutical 
conjugates comprising a bioactive agent that is covalently bound directly or indirectly to 
a linker. Efficacy enhancing components of formula A are disclosed on page 92. 
Therefore, in view of the combined teachings of Desantis and Collins, one skilled in the 
art of formulation chemistry who seeks a pharmaceutical conjugate comprising a 
therapeutic component and an efficacy enhancing component of instant formula A 
would have been motivated to prepare a formulation comprising two known 
therapeutically effective ophthalmic agents in a formulation that is a conjugate to treat 
ocular pathologies. 
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Applicants argue there is no motivation provided to combine the teachings of the 
references to obtain the claimed conjugates. Applicants urge the agents are separate 
from each other in the Desantis reference. In the Collins reference Applicants argue 
amantadine is disclosed to be a therapeutic component, not an efficacy-enhancing 
component, while the efficacy-enhancing component has a completely different 
chemical structure. 

Applicants' arguments have been given careful consideration but are not found 
persuasive. The rejection of claims 1-6, 8, 9, 11, 12, 15 and 16 is repeated for the 
reasons of record. 

1-Aminoadamantane analogues, such as memantine, are established in the prior 
art as useful agents for conjugation with poorly soluble drugs. Such conjugates provide 
chemical stability and are known to dissociate under physiological conditions. Desantis 
establishes a therapeutic advantage of combining known ophthalmic drugs such as 
memantine and brimonidine. Collins teaches pharmaceutical conjugates with a low 
molecular weight linker to which a bioactive agent may be covalently bound. The 
intended uses, as defined in claim 1 as "a therapeutic component" and "an efficacy 
enhancing component", confer no patentable weight to composition claims. The 
applied references teach the combination of a compound of instant formula A with 
various therapeutic agents. The specification fails to define a "conjugate" as anything 
more than a combination of compounds wherein increased solubility or bioavailabilty is 
sought. 

No claim is allowed. 
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Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to Phyllis G. Spivack whose telephone number is 571-272- 
0585. The Examiner can normally be reached Mondays to Fridays from 10:30 AM to 7 
PM. 

If attempts to reach the Examiner by telephone are unsuccessful after one 
business day, the Examiner's supervisor, Chris Low, can be reached at telephone 
number 571-272-0951 . The fax phone number for the organization where this 
application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). S) ( , / ' < — 
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